The final step for an investigation to be completed is its communication in the international scientific forum. The aim of this paper is to highlight the general aspects of the submission of a scientific manuscript, those that are often faced by young and experienced researchers. It is true that a formal training for a scientific career does not exist, the courses taught in the graduate programs are not sufficient to know the process to publish scientific papers. A manuscript evaluation by an editor is based on the recommendations from reviewers, therefore we consider important the knowledge for preparation of a letter of submission, how to respond to publishers and/or reviewers and all the additional knowledge necessary to register a paper to a scientific journal.
INTRODUCTION

Submission of a Manuscript to a Medical Journal
Submitting a manuscript to a scientific journal is a necessary step in the process of scientific communication, an investigation is not finished until its results are published or communicated in the international scientific forum.
Properly choosing a scientific journal is difficult for young researchers, is the reason why many editors reject the papers submitted before sending it to the reviewers.
When an author decides to submit a manuscript for publication, the journal must match its topic, making it most likely to be accepted.
A publication may have greater visibility if published in English, the universal language of science. The journals with highest impact factor are published in English.
Before deciding in which journal to publish, it is convenient for the author to know: in which database is indexed, who integrate the editorial committee, the rejection rate, the impact factor, if it is part of the Open Access journals, if it belongs to the Committee on Publication Ethics (COPE), cost of publication, among other aspects.
Practical fact: Using the platform of the big publishers such as Elsevier, Springer and Wiley, to choose the adequate journal reduces the reject rate.
When submitting an article to a scientific journal, the authors must consider that criteria for acceptance or rejection are mainly based on its originality, appropriate methodology, applicability of results and correct writing and style. But also, it is important to assure that the manuscript meets the recommendations of conduct and publication of the International Committee of Medical Journal Editors (ICMJE), as well as the specific recommendations of the journal chosen (1) .
The material submitted and published in the journals are a collective responsibility of the authors (2) .
Among medical journals, a frequent ethical deviation is the redundant or duplicate publication; hence some journals ask the authors to declare that the manuscript submitted has not been published. Another unacceptable behavior is submitting simultaneously the manuscript to more than one journal.
Authors associated with manufactured articles, altered results, plagiarism or other unethical behavior, have been reprimanded and sanctioned in different manners and in many cases there have been recantation of these manuscripts. The fraudulent medical publications directly affect patient care and scientific credibility (3) .
Every medical journal provides instructions for authors about the specific requirements according to the type of article you want to publish both electronically and in print.
Learn about the requirements of the journal, type of readers, type of articles; besides of reading several articles published in the journal. Prepare the manuscript according to these specifications to avoid rejection for reasons beyond the content of your article, as well as, changes in style which could be prevented.
An important aspect to consider is that the communication of scientific results as all process involves a cost, there is no free science.
Most printed journals help you cover publication costs, but if you want your results to be visible in the short term and not lose its originality, you will pay on US$2,289 average in Open Access journals (4) .
As last advice, before submitting a manuscript to a journal make sure to have followed the instructions for authors that the associated files are under the required format, resolution or appropriate size. The style is correct in English and in the native language of the authors. If written in a second language it is recommended that the paper be reviewed by a professional. All the authors information must be placed, the online registration process for the review of your selected journal must be completed and a persuasive letter to the editor should be written.
Once the registration of your work is completed, back up the information of the registration process.
Regularly monitor the status of your document or contact the editor if the response time has been too long (2-3 months) or the decision about your manuscript is not clear.
LETTER OF CONSENT
It is a window of opportunity to try to persuade the editor to "buy" the idea and publish your manuscript, must contain title, the relevance of the manuscript, objective, main results and why it is important for the prestige of the journal (5) .
Mention the previously submitted articles which may be considered as duplicate or very similar to the current manuscript; the financial relations and conflict of interest (if not appears in the manuscript); that the manuscript has been read and approved by all authors (if not appears in the manuscript); contact information of the responsible author to communicate with the other authors for review and final approval of the manuscript; if it has undergone institutional research, or disciplinary action in ethical aspects related to the manuscript; and if the manuscript has been sent prior to other journals and the recommendations made.
Thank the time spent by the editor, for considering your manuscript, provide contact details, including e-mail, address and phone number. Keep a diplomatic and precise style.
Check list for submit a manuscript 
SENDING AND REGISTRATION OF A MANUSCRIPT
Currently the manuscripts are sent electronically to the journals portals. Some publishers have electronic publishing systems that optimize the entire process, with access and interaction with the authors, reviewers and editors, automatic sending of reminders, etc.
When a manuscript is received in a journal, the data of the authors and their manuscripts are recorded, the authors are informed that the manuscript has been received. A code to the manuscript is given, which is used for its tracking. Initially, the manuscripts are reviewed by the editors for compliance with the guidelines of the journal. In a period of time of 2 to 4 weeks, the editors inform the author if the document fulfil the publishing rules or requires modifications and forwarded. In this first phase most of the manuscripts are rejected, almost 80 to 85 % due to its lack of originality 6 . In this scenario the editors may suggest submission of their manuscripts to other journals. The rejection rate may reach up to 90% in medical journals of highest impact factor (7).
PEER REVIEW PROCESS
A fundamental aspect in the quality assessment of a medical journal and also a requirement to obtain and ratify their impact factor is the peer review of the submitted manuscripts. The altruistic work of these experts around the world is invaluable; this united effort increases the credibility and strengthens the scientific progress. When a manuscript follows the topic and the publishing standards of the magazine, the publishers usually choose two knowledgeable reviewers on the topic.
The editors send an invitation to the reviewers, accompanied by a summary or the complete manuscript and request an acceptance response within the first 48 hours.
If not answered a reminder is sent. If the lack of response persists or any reviewer rejects the invitation, other reviewers are invited to collaborate with the journal. The journals have a group of expert's reviewers in different specialties that are periodically renewed, according to the quality of their work or their voluntary retirement. Once the reviewers accept, a declaration of conflict of interest is requested, which is related to the manuscript to review and delivery of its report within the next 4 weeks. Some journals aid the work of their reviewers with anti-plagiarism software, which is helpful for early detection of this improper behavior.
Even though the average delivery reports from the reviewers is 24 days, the delay in the report of the reviewers is frequent which hinders the work of the editors and extends the editorial times (8) .
It is estimated that an experienced reviewer occupies an average of 2.4 hours in a review, while a novice reviewer may take between 8 and 10 hours (9).
The systematic approach of the peer review, from the best available evidence, it has been called peer review based on evidence (10) .
The reviewers must be as objective as possible in evaluating a manuscript, focused on the research question, originality of the theme, strengths and weaknesses (content, methodology, ethics), proper presentation, interpretation of results, future projection and if they consider appropriate its publication.
The correct management of privileged information by the peer review, carries a code of conduct, sponsored permanently by the ICMJE and the journal editors. The report of the reviewers is based on giving a constructive criticism, oriented to the manuscript and not to the authors, maintain confidentiality of the manuscript, review only aspects of their specialty, avoid contact with the author, communicate conflicts of interest with the manuscript, among others (10, 11) ( Table 1) .
The reviewer's reports contain general and specific comments, directed separately to editors and authors. It is recommended that comments about grammar and orthography are directed to the editors. Every comment or remark of the editors must specify the page, paragraph and manuscript line. The editors do not decide about the acceptance or rejection of the manuscript, they only recommend about a decision to the journal editor.
The reviewer´s reports may match in accepting or rejecting a manuscript, or that one accepts and the other rejects it. On the last case, the editors analyze the reports of each reviewer and may decide to accept or reject it, or send the manuscript to one or two reviewers more. The reports of a second revision may be enough for the editors to take a final decision to accept or reject the manuscript.
Table 1. Basic principles to be observed by peer reviewers (9)
Peer reviewers should
• To review only manuscripts area of their experience, to make an appropriate and timely assessment • Respect confidentiality as a reviewer and not disclose details of the manuscript during or after the review, beyond disseminated by the magazine • Do not use revision information to gain an advantage or to third parties, or to discredit others • Declare potential conflicts of interest, and clarify doubts with the magazine about • Do not allow influence on their review: the provenance of the manuscript, nationality, religion, politics, gender or commercial aspects • Review must be objective and constructive, and avoid hostile and personal comments • Recognize that peer review is a process of reciprocal effort, which helps to conclude a collective work honestly and shared • Provide to professional magazines, the exact information that accurately reflects their knowledge of the theme
•
Knowing that impersonation of another person is a behavior deviation
Once the revision of a manuscript is finished, the reviewers must eliminate the files of that article. The journals give certificates to the reviewers, which have curricular value. The reviewer´s reports are anonymous, however, journals such as The British Medical Journal (BMJ) do it with the voluntary signing of the reviewers.
There are also magazines that share the reports among reviewers, which help to perceive their performance to improve their reviews (Table 2) .
THE ACCEPTANCE OR REJECTION OF A MANUSCRIPT
There are three types of editorial decision about a manuscript: accept, reject or review. The vast majority of the published papers are rejected on more of one occasion 7 . Receiving an editorial notice of "review and submit again", means that the editorial is interested in the manuscript and exist possibilities of being accepted if the reviewer´s comments are responded satisfactorily (12) .
When the journal communicates to the author that has decided not to publish the manuscript, it is done in a clear manner, with objective arguments and the suggestion to send to other journals where it can be of interest. Almost two thirds of the published manuscripts have been rejected at least once (13) .
Many articles with a great number of citations were rejected initially by other journals, where they did not appreciate its value. About a quarter part of the authors differ from comments of the reviewers and editors (14) .
A rejection editorial decision may be appealed by the authors, without the publishers being forced to change their decision, consider viable alternatives.
Usually the editor and reviewers always find problems in manuscripts and want to see the changes made 15 . The reviewer's suggestions are classified in two, minor and major comments, and in some occasions the editor's suggestions (Table 1) . It is recommended that a senior researcher responds, as the degree of expertise of the reviewers requires it. When young researchers begin their editorial activities, they do it under direction of qualified researchers, that tell them or guide on how to write a scientific article, but they do not guide them in how to respond to the reviewers, reason why the manuscript is not accepted.
The peer review plays a fundamental role in the investigation and publication process, the contribution of the reviewers determines the originality and applicability to knowledge 16 . Knowing how to respond to the reviewers' comments is not an easy task, of course if an adequate visibility and scientific impact is wanted; if done wrong the manuscript is conditioned to be rejected. Therefore, what can you do to increase your chances of success?
THE REVIEWERS' COMMENTS
If is author, often is difficult to read the suggestions from reviewers, after all, blood, sweat and tears have been dedicated to the manuscript. The author could even have an instinctive reaction to defend his article. The disagreement is part of the review process, it is important to save a copy. The author may not agree with the comments, this is an essential part of the scientific debate.
Read a couple of times the reviewers' comments without panic miss a weak and re-read them. Do not try to respond at first, it is possible to believe the reviewers did not understand the originality or methodology of the study, this would skew the opportunity to respond and thereby improve the quality of your manuscript: "Keep calm and not respond soon".
Respond to reviewers is a wrong point or forgotten by most people who teach or provide professional training on the publication. This would make the work of the editors and reviewers more effective.
HOW TO RESPOND TO THE COMMENTS OF THE EDITORS AND/OR REVIEWERS?
Try to identify key points in the reviewers' comments and/or editor, i.e. form of content, if they are content in clinical, methodological or statistical aspects. If they focus on the results or discussion section. Once you have done that, begins to respond with clear and consistent arguments, point by point to each reviewer's comments.
If the comments are relative to the length of a paragraph, divide it or re-write it, so the manuscript is not over loaded and most importantly that is understandable; remember that both editors and reviewers seek clarity in scientific communications.
Meet with colleagues to run in a properly, respectful and political manner the response to each of the authors and/or editors.
If additional references are required or data to clarify some point, include them in the updated version of your document and re-send it.
Some reviewers' comments do not require to be adjusted to the manuscript, particularly in minor comments, if so, argue clearly and re-send the manuscript to the editor; it is likely if you do this that the manuscript could be accepted.
In the case of major revisions, when there is more than one page of comments, take the necessary time together with your collaborators to respond, do not underestimate this task, it may require specialized help; respond as soon as possible, no more than two months of difference. It is advisable to resubmit the manuscript to the same journal once the corrections have been made (17) .
CONCLUSION
The most important aspect of a manuscript submission to a refereed journal, is the editorial letter. Remember that often the editor decides whether the manuscript is rejected or accepted. The comments of the editors and reviewers are not destructive criticism of your work, but an excellent window of opportunity to improve the quality of your manuscript as it reflects their experience.
The appropriate response to the comments will increase the chances of being accepted in the first chosen journal or else in an alternate journal, the final decision is that of the author.
Congratulate yourself when you receive an e-mail with publishing notification, your manuscript has been accepted. This will be part of your career, will gestate new ideas and will be reflected in scientific articles. 
